Message

From: White, Paul [/O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=4E179825823C44EBBBO7A9704E1E5D16-WHITE, PAUL]

Sent: 11/15/2019 2:04:10 PM

To: Schlosser, Paul [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=121cf759d94e4f08afde0ceb646e711b-Schlosser, Paull; Jerry Campbell
[iCampbell@ramboll.com]; Harvey Clewell [HClewell@ramboll.com]; Robinan Gentry [rgentry@ramboll.com]

CcC: Walsh, Patrick [patrick-walsh@denka-pe.com]; Thayer, Kris [/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=3ce4ae3f107749c6815f243260df98¢3-Thayer, Kri]; Cascio, Wayne
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=albd931ca2fl4ealac2f4c44538f3589-Cascio, Wayne]; Jones, Samantha
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=eac77fe3b20¢4667b8c534c90c15a830-Jones, Samanthal; Lavoie, Emma
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=86ac7844f12646c095e4e9093a941623-Lavoie, Emmal; Bahadori, Tina
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7da7967dcafb4c5bbc39c666fee3dlecd-Bahadori, Tinal; Kirby, Kevin
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=cbh65672f6f34545be460a66ff6fa969-Kirby, Kevin]; Vandenberg, John
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=dcae2b98a04540fb8d099f9d4dead690-Vandenberg, John]; Morozov, Viktor
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=03cc9abb639c453fabc2bbb3ed4617228-Morozov, Viktor]; Davis, Allen
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=a8ecee8c29¢54092b969e9547ea72596-Davis, Allen]; Hawkins, Belinda
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=075561d171e845828ec67a945663a8e6-Hawkins, Belinda]

Subject: RE: Chloroprene PBPK: sensitivity analysis scripts

Paul,
You are putting in a major effort here, and for my part want to express thanks! | hope all appreciate the amount of work
and careful attention to detail that goes into this evaluation.

Paul W.

From: Schlosser, Paul <Schlosser.Paul@epa.gov>

Sent: Friday, November 15, 2019 8:48 AM

To: Jerry Campbell <JCampbell@ramboll.com>; Harvey Clewell <HClewell@ramboll.com>; Robinan Gentry
<rgentry@ramboll.com>

Cc: Walsh, Patrick <patrick-walsh@denka-pe.com>; Thayer, Kris <thayer.kris@epa.gov>; Cascio, Wayne
<Cascio.Wayne@epa.gov>; Jones, Samantha <Jones.Samantha@epa.gov>; Lavoie, Emma <Lavoie.Emma@epa.gov>;
Bahadori, Tina <Bahadori.Tina@epa.gov>; Kirby, Kevin <KIRBY.KEVIN@EPA.GOV>; Vandenberg, John
<Vandenberg.John@epa.gov>; Morozov, Viktor <Morozov.Viktor@epa.gov>; Davis, Allen <Davis.Allen@epa.gov>;
White, Paul <White.Paul@epa.gov>; Hawkins, Belinda <Hawkins.Belinda@epa.gov>

Subject: RE: Chloroprene PBPK: sensitivity analysis scripts

Jerry,
Yer, Pyve boon updating the soripts to nst use nanwe indexing, but my practice i 1o start by nunning a soript as-is, and the resulting 8Os
were very different from those shown o the report figures. | rechecked that my version of Figare 7 wasn't using & wrong-# index bt

that used "AMPLLP.

I think the only output { still need to cheok are rosulis in the table onp, 21 of the main repost (ust for the current model), butthen
seed o docomend overvihing, make siwe Pve chocked all parametors tn the code ve the roport ables va, the spreadshots.
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From: Jerry Campbell <!Campbeli@ramboll.com>

Sent: Friday, November 15, 2019 8:20 AM

To: Schlosser, Paul <Gchiosser.Paul@epa.gov>; Harvey Clewell <Hlewell@ramboll.com>; Robinan Gentry
<rgentry@rambollcom>

Cc: Walsh, Patrick <patrick-walsh@denka-pe.com>; Thayer, Kris <thayer kris@®epa.gov>; Cascio, Wayne

<Cascio. Wayne@lena.goy>; Jones, Samantha <jgnes. Samantha@ena.goy>; Lavoie, Emma <Lavois Emmai@ena zov>;
Bahadori, Tina <8ahadorl. Tina@epa.gov>; Kirby, Kevin <BIRBY.REVIN@EPA.GOYV>; Vandenberg, John

<Vandenbere John@epa.zov>; Morozov, Viktor <Morozov Viktor@epa.gov>; Davis, Allen <Davis, Allen@epa.gov>;
White, Paul <White.Paul@epa.gov>; Hawkins, Belinda <HMawkins. Relinda@®ena.govs

Subject: RE: Chloroprene PBPK: sensitivity analysis scripts

Paul,
Ok, | thought that might be the case after | noticed the difference in our two output list.

Regarding the SA files: Per our discussion last week, | have modified my SA scripts so they now call the variable by the
string value rather than the column number and pull the parameter values for the SA loop based on the string value of
the parameter rather than putting the parameter list in the file directly. It was a good suggestion that will avoid issues in
the future when variable list or parameter values might be altered in the future. I'd suggest that you follow that
paradigm rather than using the column number. In this case the column number would be replaced by “AMPLU” or “CV”
instead of current column numbers 24 or 20 (CV location in your matrix). | had made changes to the base model
parameterization based on your suggested changes as we’ve gone along and | didn’t want to send any revised files until
it had been QC’d on our end and we’d written a response to your suggested changes. Otherwise, there would be no
record of what we’d discussed to ease any final checks you wanted to run. None of the changes will alter the sensitive
parameters as the structure of the model and underlying parameterization are essentially still the same.

Just for the record: | have moved CV in my output list to the same position as yours. it makes more sense to put it there
rather than the end but | didn’t want to alter the output order at the time as you were already QA’ing the model. It
won’t matter with the revised scripts as we avoid this issue.

As a side, | have also updated all other simulation files that used column number to pull information from the output
matrix using the string values for the variable.

Jerry Campbell

Managing Consultant

D 919-765-8022

Ramboll

3214 Charles B. Root Wynd
Suite 130

Raleigh, NC 27612

USA

Y

From: Schlosser, Paul <Schiosser. Pavl@epa.zov>
Sent: Friday, November 15, 2019 6:43 AM
To: Jerry Campbell <{Campbell@ramboll com>; Harvey Clewell <HUlewell @ramboll.com>; Robinan Gentry
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<rgentry@rambolicom>

Cc: Walsh, Patrick <patrick-walshi@denka-pe.con>; Thayer, Kris <thayer. kris@epa.zoy>; Cascio, Wayne

<Cascio. Wavne®@epa.gov>; Jones, Samantha <lonss.Samantha®@epa.gov>; Lavoie, Emma <Lavois.Emmadepa.gov>;
Bahadori, Tina <Bahadori. Tina@epa.gov>; Kirby, Kevin <iIRBY. KEVINGEPA GOV>; Vandenberg, John

<Yandenberg lohn@ena.gov>; Morozov, Viktor <Morozov Vikior@epa.goy>; Davis, Allen <Davis. Allen@lsna.gov>;
White, Paul <White Poul@epa.zov>; Hawkins, Belinda <MHawkins. Belinda@epa.gov>

Subject: RE: Chloroprene PBPK: sensitivity analysis scripts

Jerry,

Al As part of the discussion/evaluation of which model variable should be comparnnd o the tnvive PR blood dats, Tadded OV 1o the
cutpat Hat, dide’t considor that i would disrapt the nombertog in other soripls. So, having updated the soripts accordingly, the SAs
were reproduced.

~Fraud

From: Jerry Campbell <iCamphell@ramboll.com>

Sent: Thursday, November 14, 2019 2:40 PM

To: Schlosser, Paul <Schipsser. Paul@epa.gov>; Harvey Clewell <HClewell@ramboll.com>; Robinan Gentry
<rgentrv@rambollcom>

Cc: Walsh, Patrick <gatrick-walsh@denka-pe.com>; Thayer, Kris <thayer kris@®eps.gov>; Cascio, Wayne

<Cascio Wavne@epa.pov>; Jones, Samantha <Jones. Samantha@epa.gov>; Lavoie, Emma <Lavoie. Ermma@epagov>;
Bahadori, Tina <Bahadori. Tina@epa.gav>; Kirby, Kevin <KIREY. KEVINGEPA GOV>; Vandenberg, John

<Mandenberz lohn@ena.gov>; Morozov, Viktor <Morozov. Viktor@epa.gov>; Davis, Allen <Davis. Allen@epa.pov>;
White, Paul <hite Paul@®ena.gov>; Hawkins, Belinda <Hawkins. Belinda@ena.gov>

Subject: RE: Chloroprene PBPK: sensitivity analysis scripts

Paul,

Where did you acquire the “chloroprene.model” file with CV as the 20" variable in the output list? It’s not the 20"
variable in the version that | uploaded for QA and | don’t have a record of sending you a revised model file with CV as
the 20™ item.

Jerry Campbell

Managing Consultant

D 919-765-8022

Ramboll

3214 Charles B. Root Wynd
Suite 130

Raleigh, NC 27612

USA

From: Schlosser, Paul <Schilosser.Paul@iena.eov>

Sent: Thursday, November 14, 2019 10:22 AM

To: lerry Campbell <}Campbel@rambeoll com>; Harvey Clewell <HClewell@ramboll.com>

Cc: Walsh, Patrick <patrick-walshi@denka-pe.con>; Thayer, Kris <thayer kris@epa.goyv>; Cascio, Wayne

<Cascio. Wavne®@epa gov>; Jones, Samantha <lgnes. Samantha@epa.soy>; Lavoie, Emma <Lavois.Emmadlena.gov>;
Bahadori, Tina <Bahadori. Tina@epa.gov>; Kirby, Kevin <iIRBY. KEVINGEPA GOV>; Vandenberg, John

<Yandenberg lohn@epa.gov>; Morozov, Viktor <Morozov. Vikior@epa.gov>; Davis, Allen <Davis. Allenflsna.gov>;
White, Paul <White.Paul@epa.pov>; Hawkins, Belinda <Hawkins Belinda@ena.gov>

Subject: Chloroprene PBPK: sensitivity analysis scripts
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Jerry,

Inthe Fropuse Metric SA K and Homen continuous. SAR soripts, the ontput variable belng captured, # 23, 15 the liver metabolic
ntousity, AMP, not the lung 8 24, AMPLLU
> out[l,]<-1:28

> out[l,]
time AL AX AM AMLU AMK ALU AL AK AS AR AF
1 2 3 4 5 6 7 8 9 10 11 12
MASBAL CLU CL CK cS CR CF v CVLUM ppm AMP  AMPLU
13 14 15 16 17 18 19 20 21 22 23 24
AMPK cvl  qgcbal vbal
25 26 27 28

o

{assume the values in the sproadshest (with plots) where from the acsiX version, as once | ake this comection in the 8A scripts the
resuiting SC values are almost the same, oy off by .01 ina fow cases. and are identical for the human 5C valnes,

Suntlar fo what T did for the mowse imviv SA soripy, Uve condensed these SA scripts and put the burnan metabolic parameters into
params/Human B file, to facilitate the AL

77 D3 vou have a spreadshest where Figure 8 13 created?
~ 3 el
~Paut

Paul M. Schilngser

CPHEA, LB EPA

ML B2453-01

RIP, NC 27711

T 919-541-4130

¥ 910.685-3330

E: gohlosser paulgepa.gov
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